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the humanized heavy chain comprises con^slementarity detetmining regions that are 
identical to the corresponding coniplementarity detennining regions of the mouse 21-t 
heavy chain, except that the CDR3 region of the humanize heavy chain may or may i ot 
comprise a phenylalanine residue at positioQ H98. 

25. The method according to claim 24, wherein the ammo add 
sequence of the mature light chain variable region is the sequence designated La (SEd ID 
N0:7) in Fig. 6 and the amino add sequence of the mature heavy chain variable regioj i is 
Ha (SEQ ID N0:1 1) in Fig. 7. 

26. The method according to claicn 25, wherein the humanized 
antibody is a Fab fragment. 



>ATENT 



REMARKS 



Status of tHB Claims 



After entrance of the amendment, claims 1-26 are pending. The claims; 
were amended to confoim to U.S. Patent and Trademark Office practice. As suggestec by 
the examiner, '\i&e" claims are prosecuted as ''methods of use^ claims. Therefore, tiie 
claims were amended accordingly and discussed further below. Claim amendments ar \ 
for purposes of improved clarily or consistency of claim language unless otherwise no| :6d. 

Applicants use the paragraph numbering in the Office Communication 
(Paper Number 1 1) in responding to the rammer's remarks. Claims 1-26 are p^ding 
die present ai^lication. 



m 



1. The examiner stated that for examination puxposes, '*use^' daunt 
are prosecuted as ^^ethods of use** claims. The examiner fhrtfaer reminded Applicant^ 
that '"use^ claims are subject to refections under 35 U.S.C. §§101 and 1 12, second 
paragraph. For this reason^ the examiner requested the clahns be amended accordingly 
Applicants' r^res^tative has amended the claims as suggested by the examiner. 
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2. AppCcants' i^iesezitaiiye appreciates the examiner's comment 
regarding reviewing the specification and to amend the specification with SEQ. ID NO p: , 
if appropriate, ^plicants' representative notes that the commmucation filed on April ; 
2001 has placed the instant ^plication in compliance ivith the Sequence Rules. 
Applicants' representative agrees to review and amend the spedfication by the time th ) 
application is in condition for allowance and make the 2cppropAzt^ am^idments, if 
necessary, 

3« The specification has been amended to insert an iq)dated i^erei|:c 
to the priority applications. No new matter has been introduced. 

4. Regarding the examiner's comment that no Information Disclos' ire 
Statement (CDS) has be^ filed wifli fiie instant ^pHcation, Applicants* representative; 
filed an IDS and Form PTOL-1449 on October 9, 2001 together with 34 references. 



5* The exaininer stated that the instant applicatioacontai]^ 
directed to tibe following patentably distinct spedes of &e claimed invention: wherem 
disease is selected from: 

(A) asthma; 

(B) afherosderosis; 
(Q AIDS dementia; 
(P) diabetes; 

(E) IBD; 

(F) arthritis; 

(G) transplant rejection; 

(H) GVHD; 

(I) tumor metastasis; 
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(L) psoriasis; 
(M) ischemia; 

(N) acute leubicyte-mediated limg injixry; or 
(O)ARDS. 

The examiner stated that these species are distinct because the 
patbolo^cal conditioiis differ in etiologies and ther^eatic endpoints* The examiner 
furth^ stated that Applicants must elect a single disclosed species for prosecution on l|ie 
merits to which the claims shall be restricted if no generic claim is finally held to be 
allowable. 

Applicants hereby elect to prosecute the E^ecies (F)^ xheumatoid artbriti 
without traverse. 

CONCi^ysioN 

Applicants request that the application now be examined on the merits. 
If die Examiner believes a telephone conference woidd expedite 
prosecution of tins application, please telephone the undersigned at (650) 326-2400. 

Respectfully submitted, 



Andrew T. S 
Reg. No. 41,303 




TOWNSEND and TOWNSM) and CREW LLP 

Two Embarcadero Center, 8^ Floor 

San Fiancisco, California 94U 1-3834 

Tel: (415) 576-0200 

Fax: (415) 576-0300 

ATS:ksj 
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VERSTQN Wrm MARKINCS TO SHOW CHANGES MADE 

IN THf. SPECmCATION; 

-CROSSzREFERENCE TO RELATED APFUCATIONS 
This application is a cantinuatiQa-iii^part of USSN 08/561,521, filed 
November 21, 1995. which issued as U.S. Patent No. 5-840.299 on November 24, 199 



which is incoiporated by reference in their entirety for all puzposes."- 

W THE CLAIMS; 

Please amend claini^ 1-26 as follows (Applicants have attached the claijns 
with matlrings to show changes made as an ^pendix): 

1 . (Amended) [Use of | A method of using a humanized andbodi to 
alpha-4 integrin in the manufacture of a medicament for treating a disease selected ico n 
the group consisting of asthma, atherosclerosis, AIDS dementia, diabetes, inflarnmatoj y 
bowel disease, rheumatoid arthritis, transplant rejectioa, graft veisus host disease, tumpr 
metastasis, nephritis, atopic dermatitis, psoriasis, myocardial isdiemia, and acute 
leukocyte mediated lung injury. 

2. (Amended) The [use ]method according to claim 1 , whorin ipe 
disease is asthma. 

3. (AMENDED) The [use]ms]3li2d according to claim 1, wh^ran 
disease is afherosclerosis. 

4. (AMENDED) The [use] method accoiding to claim 1, wherem me 
disease is AIDS dementia. 

5 . (Amended) The [use ]mefliod according to claim U wherem |he 
disease is diabetes. 

6. (AMENDED) The [use]si£lhQd according to claim l»wberdnl^^ 
disease is inflammatoiy bowel disease. 
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7. (Amended) The [ii&e]mg£bod according to claim 1, wherein 1 
disease is rheumatoid aittuitis. 

8. (AMENDED) The [usejiQg^d ^ccoidingto daim 1, wherem 
disease is liansplaxtf rejection. 

9. (Amended) The [usejno^dio^accoiding to claim 1, wherein f^^ 
di3ease is gzaft versus Uost disease. 

10. (Amended) The rtise] method according to claim 1, wherein 
disease is tumor metastasis. 

1 L (Amended) The [usejmfi^od according to claim 1, wherein lie 
disease is nephritis* 

12. (Amended) The [use]me^oj| according to claim 1, wheiein jpe 
disease is atopic demiatitis. | 

13. (AMENDED) The [use]nigttiad according to claim 1, wherein Ihe 
disease is psoriasis. ! 

14. (Amended) The [usej method according to claim 1, wherein |he 
disease is myocardial ischemia. 

1 5* (Amended) The ruseT method according to claim 1, wherein |he 
disease is acute leukoc^-mediated lung injury. 

1 6. (Amended) The ruse fmethod according to claim 1 [7], wher4u 
the disease is adult respiratory distress syndrome. 

1 7. (Twice amended) The Fusel method according to claim I, 
wherein the humanized antibody is a humanized form of the mouse 2L6 antibody. 

18. (Amended) The ruse ]method according to claim 17, wherei^ 
hmnanized antibody comprises a humanized heavy cham and a hums^ttiyj ei^ light i^h fflT ; 

(1) the humanized li^t diaia comprising three complementarity 
determining regions (CDRl, CDR2 and CDR3) hsLVmg amino acid sequmces fiom tbi 
corresponding complementarity detemdning r^ons of the mouse 21-6 iomiunoglobt 
light chain variable domain designated SEQ[.] ID[,3 No[.]x 2, and a variable region 
fiameworic from a human kappa light chain variable region framework sequence excdpt 
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in at least one position selected from a first group consistiQg of L45, L49» LS8 and L6£ » 
wherein the amino add position is occupied by the same amino add present in the 
equivalent position of the mouse 21-6 immunoglobulin li^t chain variable region 
framework; and 

(2) the humanized heavy chain comprising three complementarity 
determining regions (CX>R1, CDR2 and CDR3) having amino acid sequences fixim the 
corresponding complementedty determining regions of the mouse 21-6 immunoglobu^n 
heavy chain variable domain designated SEQ[.] ID[.} No[.] * 4, and a variable region 
framework from a human heavy chain variable region framework sequence except in i 
least one position selected from a second group consisting of H27, H28, H29» H30, h44, 
H71, wherein the amino add position is occupied by the same amino add present in tl e 
equivalent position of the mouse 21-6 immunoglobulin heavy chain variable region 
framework; ' 

whodn the hmnanized iimnunoglobulin specifically binds to aIpha-4 
ixitegrin with a bindiiiga£Snity having a lower limit of about lO^NT^ andanupperlim! 
of about five-times the binding afiEmity of the mouse 21-6 immunog^lobulin. 

19. (Amended) The fus e]method according to claim 1 wherein' 
humanized light chain variable region framework is from an REl variable region 
framework sequence except in at least one position selected from the first group, and 
except in at least one position selected from a third group consisting of positions LI 04 , 
LIOS and L107, wherein the amino acid position is occupied by the same amino add 
present in the equivalent position of a kappa light chain from a human rmmrnioglobulija 
other than REl. 

20. (Amended) The [us6]mfi!32&d according to claim 19, wheiercJ the 
humanized heavy diain variable region fiamewovk is from a 21/28*CL variable region 
framework sequence, 

21. (Amended) The [use]mfifll£Ui according to claim 20, whereid the 
humanized light chain variable region framework comprises at least three amino add^! 
from the mouse 21 .6 immunoglobulin at positions in the first group and three amino a sids 
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fiom the ks^pa light chain from the human immunoglobulin other than RBI at positioo 
in the third group, and the humanized heavy chain variable region firamework comprisds 
at least five amino acids from the mouse 21 .6 immunoglobulin at positions in the secoi 
group- 

22. (Amended) The [usejmefljfid according to claim 21, wherein 
humanized light chain variable region framework is identical to the REl light chain 
variable region framiewoik sequence except for the at least three positions from the firs! : 
group and the three positions from the third grot^, and the heavy chain variable regioii^ 
framework is identical to the 21/28'CL heavy chain variable region fiamewoik sequence 
except for the at least five positions from the second group. 

23. (AMENDED) The [use ]method accordiug to claim 22, wherein 
[the] at least three positions &om the first group are positions 145, L58 and L69, and lie 
at least five positions from the second gnyxxp are positions H27, H28, H29» H30 and K\ 1 . 

24. (Amended) The [usejmg^iQd according to clahn 23, wherein| the 
humanized light chain comprises complementarity determining regions that are idmticpl 
to the corresponding complementarity determining regions of the mouse 21-6 heavy 
diain, and &e hmnanized heavy chain comprises complCTientarily det^mining region! i 
that are identical to tbe corresponding complementarity deteroiining regions of the mofise 
21-6 heavy chain, except that the CDR3 region of the humanized heavy chain may or 
may not comprise a phenylalanine residue at position H98. 

25 . (AMENDED) The fuse lmethod according to claim 24» whereinjthe 
amino acid sequence of the mature light chain variable region is the sequence designat ^ 
La (SEQ[.] ED N0:7) in Fig. 6 and the amino add sequrace of the mature heavy chain 
variable region is Ha (SEQ[ J ID N0:1 1) in Fig- 7. 



26. (Amended) The [use ]metfaod according to claim 2S» wherein' 
humanized antibody is a Fab fragment. 
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